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WHAT IS CLAIMED IS: 

1. Method for the production of recombinant DNA -derived tissue 
plasminogen activator (tPA), a tPA variant, a Kringle 2 Serine protease 
molecule (K2S) or a K2S variant in prokaryotic cells, wherein said tPA, tPA 
variant, K2S molecule or K2S variant is secreted extracellularly as an active 
and correctly folded protein, characterized in that the prokaryotic cell contains 
and expresses a vector comprising the DNA coding for said tPA, tPA variant, 
K2S molecule or K2S variant operably linked to the DNA coding for the 
signal peptide OmpA or a functional derivative thereof. 

2. Method according to claim 1, characterised in that said the 
prokaryotic cell contains and expresses a vector comprising the DNA coding 
for said tPA, tPA variant, K2S molecule or K2S variant operably linked to the 
DNA coding for the signal peptide OmpA which is operably linked to the 
nucleic acid molecule defined by the sequence TCTGAGGGAAACAGTGAC 
(SEQ ID NO:l) or a functional derivative thereof. 

3. Method according to claim 1 or 2, characterised in that the 
prokaryotic cell is E. coli. \ 

4. Method according to one of claims 1 to 3, characterised in that 
the the following steps are carried out: 

a) the DNA endoding the tPA, tPA variant, K2S molecule or 
K2S variant is amplified by PCR; 

b) the PCR product is purified; 

c) said PCR product is inserted into a vector comprising the 
DNA coding for OmpA signal peptide and the DNA coding for gpIII in such a 
way that said PCR product is opeb-ably linked upstream to the DNA coding for 
the OmpA signal sequence and linked downstream to the DNA coding for 
gpni of said vector; \ 
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d) that aj stop codon is inserted between said tPA, tPA variant, 
K2S molecule or K2S \\ariant and gpIII; 

e) said vector is expressed by the prokaryotic cell; 

f) the tF\A, tPA variant, K2S molecule or K2S variant is 

purified. 



5. Method according to one of claims 1 to 4, characterised in that 
the vector is a phagemid vector comprising the DNA coding for OmpA signal 
peptide and the DNA coding for gpIII. 

6. Method according to one of claims 1 to 5, characterised in that 
the vector is the pComb3HSS phagemid. 



7. Method according to one of claims 1 to 6, characterised in that 
the DNA Sequence of OmpAj linked upstream to K2S comprises the following 
sequence or a functional vacant thereof or a variant due to the degenerate 
nucleotide code: 

ATGAAAAAGACAGCTAT<fGCGATTGCAGTGGCACTGGCTGGTTTCG 

CTACCGTGGCCCAGGCGGCCTCTGAGGGAAACAGTGACTGCTACTT 

TGGGAATGGGTCAGCCT/lcCGTGGCACGCACAGCCTCACCGAGTCG 

GGTGCCTCCTGCCTCCCGTGGAATTCCATGATCCTGATAGGCAAGG 

TTTACACAGCACAGAACCCCAGTGCCCAGGCACTGGGCCTGGGCA 

AACATAATTACTGCCGGAATCCTGATGGGGATGCCAAGCCCTGGTG 

CCACGTGCTGAAGAACCGffiAGGCTGACGTGGGAGTACTGTGATGT 

GCCCTCCTGCTCCACCTGCGjGCCTGAGACAGTACAGCCAGCCTCAG 

TTTCGCATCAAAGGAGGGCirCTTCGCCGACATCGCCTCCCACCCCT 

GGCAGGCTGCCATCTTTGCuAAGCACAGGAGGTCGCCCGGAGAGC 

GGTTCCTGTGCGGGGGCATACTCATCAGCTCCTGCTGGATTCTCTCT 

GCCGCCCACTGCTTCCAGGAGAGGTTTCCGCCCCACCACCTGACGG 

TGATCTTGGGCAGAACATACCGGGTGGTCCCTGGCGAGGAGGAGC 

AGAAATTTGAAGTCGAAAAATACATTGTCCATAAGGAATTCGATGA 
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tgacacttacgacaatgacattgcgctgctgcagctgaaatcggat 

tcgtcccgctgtgcccaggagagcagcgtggtccgcactgtgtgcc 

ttcccccggcggacctgcagctgccggactggacggagtgtgagct 

ctccggctacggci^agcatgaggccttgtctcctttctattcggag 

cggctgaaggaggotcatgtcagactgtacccatccagccgctgca 

catcacaacatttacVtaacagaacagtcaccgacaacatgctgtg 

tgctggagacactcgcsagcggcgggccccaggcaaacttgcacga 

cgcctgccagggcga'xrrcgggaggccccctggtgtgtctgaacgat 

ggccgcatgactttggtgggcatcatcagctggggcctgggctgtg 

gacagaaggatgtcccffiggtgtgtacacaaaggttaccaactacct 

AGACTGGATTCGTGACaUcATGCGACCG (SEQ ID NO: 2) 

8. Method according to one of claims 1 to 7, characterised in that 
the DNA Sequence of OmpA comprises the following sequence: 
ATGAAAAAGACAGCTATGGCGATTGCAGTGGCACTGGCTGGTTTCG 
CTACCGTGGCCCAGGCGGGC (SEQ ID NO:3) 

9. Method according! to one of claims 1 to 8, characterised in that 
the DNA Sequence of OmpA consists of the following sequence: 
ATGAAAAAGACAGCTATCGOGATTGCAGTGGCACTGGCTGGTTTCG 
CTACCGTGGCCCAGGCGGCC (ISEQ ID NO:3) 

10. Method according to one of claims 1 to 9, characterised in that 
the DNA of the tPA, tPA variant, K2S molecule or K2S variant is preceeded 
by a lac promoter and/or a ribosomal binding site. 

11. Method according to one\of claims 1 to 10, characterised in that 
the DNA coding for the tPA, tPA variant, K2S molecule or K2S variant is 
selected from the group of DNA molecules coding for at least 90% of the 
amino acids 87 - 527, 174 - 527, 180 - 527 or 220 - 527 of the human tissue 
plasminogen activator protein. \ 
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12. Method According to one of claims 5 to 11, characterised in that 
the DNA Sequence of K2S comprises the following sequence or a functional 
variant thereof or a variant due to the degenerate nucleotide code: 

tctgagggaaacagtgactgctactttgggaatgggtcagcctacc 

gtggcacgcacagcctcaccgagtcgggtgcctcctgcctcccgtg 

gaattccatgatcctgWtaggcaaggtttacacagcacagaacccc 

agtgcccaggcactgggcctgggcaaacataattactgccggaatc 

ctgatggggatgccaafficcctggtgccacgtgctgaagaaccgca 

ggctgacgtgggagtagtgtgatgtgccctcctgctccacctgcgg 

cctgagacagtacagccagcctcagntcgcatcaaaggagggctc 

ttcgccgacatcgcctcccacccctggcaggctgccatctttgcca 

agcacaggaggtcgcccogagagcggttcctgtgcgggggcatac 

tcatcagctcctgctggattctctctgccgcccactgcttccaggag 

aggtttccgccccaccac(jtgacggtgatcttgggcagaacatacc 

gggtggtccctggcgaggAggagcagaaatttgaagtcgaaaaat 

acattgtccataaggaattcgatgatgacacttacgacaatgacat 

tgcgctgctgcagctgaaatcggattcgtcccgctgtgcccaggag 

agcagcgtggtccgcactgtgtgccttcccccggcggacctgcagc 

tgccggactggacggagtgtgagctctccggctacggcaagcatg 

aggccttgtctcctttctattcggagcggctgaaggaggctcatgt 

cagactgtacccatccagccgctgcacatcacaacatttacttaac 

agaacagtcaccgacaacatgctgtgtgctggagacactcggagc 

ggcgggccccaggcaaacttgcacgacgcctgccagggcgattcg 

ggaggccccctggtgtgtctga\acgatggccgcatgactttggtgg 

gcatcatcagctggggcctggg(ctgtggacagaaggatgtcccgg 

gtgtgtacacaaaggttaccaagtacctagactggattcgtgacaa 

catgcgaccgtga (seq id no:4).\ 



13. Method according to one of claims 5 to 12, characterised in that 
the DNA Sequence of K2S consists of the\following sequence: 
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tctgagggaaacaotgactgctactttgggaatgggtcagcctacc 

gtggcacgcacagcctcaccgagtcgggtgcctcctgcctcccgtg 

gaattccatgatcctgataggcaaggtttacacagcacagaacccc 

agtgcccaggcactgggcctgggcaaacataattactgccggaatc 

ctgatggggatgccakgccctggtgccacgtgctgaagaaccgca 

ggctgacgtgggagtactgtgatgtgccctcctgctccacctgcgg 

cctgagacagtacagucagcctcagtttcgcatcaaaggagggctc 

ttcgccgacatcgcctcccacccctggcaggctgccatctttgcca 

agcacaggaggtcgcc cggagagcggttcctgtgcgggggcatac 

tcatcagctcctgctggattctctctgccgcccactgcttccaggag 

aggtttccgccccaccacctgacggtgatcttgggcagaacatacc 

gggtggtccctggcgaggaggagcagaaatttgaagtcgaaaaat 

acattgtccataaggaattcgatgatgacacttacgacaatgacat 

tgcgctgctgcagctgakatcggattcgtcccgctgtgcccaggag 

agcagcgtggtccgcactgtgtgccttcccccggcggacctgcagc 

tgccggactggacggagtgtgagctctccggctacggcaagcatg 

aggccttgtctcctttctattcggagcggctgaaggaggctcatgt 

cagactgtacccatccagccgctgcacatcacaacatttacttaac 

agaacagtcaccgacaacWtgctgtgtgctggagacactcggagc 

ggcgggccccaggcaaacttgcacgacgcctgccagggcgattcg 

ggaggccccctggtgtgtctgaacgatggccgcatgactttggtgg 

gcatcatcagctggggcctffiggctgtggacagaaggatgtcccgg 

gtgtgtacacaaaggttacoaactacctagactggattcgtgacaa 

catgcgaccgtga (seq id no:4). 

14. DNA molecule characterized in that it is coding for: 

a) the OmpA protein or a functional derivative therof operably 

linked to 

b) a DNA molecule coding for a polypeptide containing the 
kringle 2 domain and the serine protease domain of tissue plasminogen 
activator protein. 
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15. DNA molecule according to claim 14, characterized in that said 
DNA sequence comprises the following sequence or a functional variant 
thereof or a variant due to the degenerate nucleotide code: 
ATGAAAAAGACAGCTATCGCGATTGCAGTGGCACTGGCTGGTTTCG 
CTACCGTGGCCCAGGCGGCCTCTGAGGGAAACAGTGACTGCTACTT 
TGGGAATGGGTCAGCCTACCGTGGCACGCACAGCCTCACCGAGTCG 
GGTGCCTCCTGCCTCCCGTGGAATTCCATGATCCTGATAGGCAAGG 
TTTACACAGCACAGAACCCCAGTGCCCAGGCACTGGGCCTGGGCA 
AACATAATTACTGCCGGAATCCTGATGGGGATGCCAAGCCCTGGTG 
CCACGTGCTGAAGAACCGCAGGCTGACGTGGGAGTACTGTGATGT 
GCCCTCCTGCTCCACCTGCGGCCTGAGACAGTACAGCCAGCCTCAG 
TTTCGCATCAAAGGAGGGCTCTTCGCCGACATCGCCTCCCACCCCT 
GGCAGGCTGCCATCTTTGCCAAGCACAGGAGGTCGCCCGGAGAGC 
GGTTCCTGTGCGGGGGCATACTCATCAGCTCCTGCTGGATTCTCTCT 
GCCGCCCACTGCTTCCAGGAGAGGTTTCCGCCCCACCACCTGACGG 
TGATCTTGGGCAGAACATACCGGGTGGTCCCTGGCGAGGAGGAGC 
AGAAATTTGAAGTCGAAAAATACATTGTCCATAAGGAATTCGATGA 
TGACACTTACGACAATGACATTGCGCTGCTGCAGCTGAAATCGGAT 
TCGTCCCGCTGTGCCCAGGAGAGCAGCGTGGTCCGCACTGTGTGCC 
TTCCCCCGGCGGACCTGCAGCTGCCGGACTGGACGGAGTGTGAGCT 
CTCCGGCTACGGCAAGCATGAGGCCTTGTCTCCTTTCTATTCGGAG 
CGGCTGAAGGAGGCTCATGTCAGACTGTACCCATCCAGCCGCTGCA 
CATCACAACATTTACTTAACAGAACAGTCACCGACAACATGCTGTG 
TGCTGGAGACACTCGGAGCGGCGGGCCCCAGGCAAACTTGCACGA 
CGCCTGCCAGGGCGATTCGGGAGGCCCCCTGGTGTGTCTGAACGAT 
GGCCGCATGACTTTGGTGGGCATCATCAGCTGGGGCCTGGGCTGTG 
GACAGAAGGATGTCCCGGGTGTGTACACAAAGGTTACCAACTACCT 
AGACTGGATTCGTGACAACATGCGACCG (SEQ ID NO:5). 
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16. DNA molecule according to claim 14 or 15, characterized in 
that said DNA sequence consists of the following sequence: 

atgaaaaagacagctatcgcgattgcagtggcactggctggtttcg 
ctaccgtggcccaggc ggcctctgagggaaacagtgactgctactt 
tgggaatgggtcagcctaccgtggcacgcacagcctcaccgagtcg 
ggtgcctcctgcctcc<egtggaattccatgatcctgataggcaagg 
tttacacagcacagaaccccagtgcccaggcactgggcctgggca 
aacataattactgccggaatcctgatggggatgccaagccctggtg 
ccacgtgctgaagaacggcaggctgacgtgggagtactgtgatgt 
gccctcctgctccacctgcggcctgagacagtacagccagcctcag 
tttcgcatcaaaggaggffictcttcgccgacatcgcctcccacccct 
ggcaggctgccatctttgjccaagcacaggaggtcgcccggagagc 
ggttcctgtgcgggggcajtactcatcagctcctgctggattctctct 
gccgcccactgcttccagyagaggtttccgccccaccacctgacgg 
tgatcttgggcagaacataccgggtggtccctggcgaggaggagc 
agaaatttgaagtcgaaaaatacattgtccataaggaattcgatga 
tgacacttacgacaatgacWttgcgctgctgcagctgaaatcggat 
tcgtcccgctgtgcccaggAgagcagcgtggtccgcactgtgtgcc 
ttcccccggcggacctgcagctgccggactggacggagtgtgagct 
ctccggctacggcaagcatoaggccttgtctcctttctattcggag 
cggctgaaggaggctcatgbcagactgtacccatccagccgctgca 
catcacaacatttacttaacagaacagtcaccgacaacatgctgtg 
tgctggagacactcggagcggcgggccccaggcaaacttgcacga 
cgcctgccagggcgattcgggaggccccctggtgtgtctgaacgat 
ggccgcatgactttggtggggatcatcagctggggcctgggctgtg 
gacagaaggatgtcccgggt^tgtacacaaaggttaccaactacct 
agactggattcgtgacaacatpcgaccg (seq id no:5). 



17. DNA molecule according to one of claims 14 to 16, 
characterized in that said DNA sequence b) is coding for at least 90% of the 
amino acids 87 - 527 of the human tissue plasminogen activator protein. 
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18. DNA molecule according to one of claims 14 to 17, 
characterized in that said DNA sequence b) is coding for at least 90% of the 
amino acids 174 - 527 of the human tissue plasminogen activator protein. 

19. DNA molecrole according to any one of claims 14 to 18, 
characterized in that said DMA sequence b) is coding for at least 90% of the 
amino acids 180 - 527 of thelhuman tissue plasminogen activator protein. 

20. DNA molecuBe according to any one of claims 14 to 19, 
characterized in that said DNA sequence b) is coding for at least 90% of the 
amino acids 220 - 527 of the Human tissue plasminogen activator protein. 

21. DNA molecule! according to any one of claims 14 to 20, 
characterized in that said DNA sequence a) is hybridizing under stringent 
conditions to the following sequence: 

ATGAAAAAGACAGCTATCGCGATTGCAGTGGCACTGGCTGGTTTCG 
CTACCGTGGCCCAGGCGGCC (SEQ ID NO:6). 

22. DNA molecule according to any one of claims 14 to 21, 
characterized in that said DNA sequence a) consists of the following 
sequence: I 

ATGAAAAAGACAGCTATCGCfflATTGCAGTGGCACTGGCTGGTTTCG 
CTACCGTGGCCCAGGCGGCC (SEQ ED NO:6). 

23. DNA molecule according to any one of claims 14 to 22, 
characterized in that said DNA sequence b) is hybridizing under stringent 
conditions to the following sequence: \ 

TCTGAGGGAAACAGTGACTGCT/iCTTTGGGAATGGGTCAGCCTACC 
GTGGCACGCACAGCCTCACCGAGTCGGGTGCCTCCTGCCTCCCGTG 
GAATTCCATGATCCTGATAGGCAAGGTTTACACAGCACAGAACCCC 



# 
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agtgcccaggckctgggcctgggcaaacataattactgccggaatc 

ctgatggggatgccaagccctggtgccacgtgctgaagaaccgca 

ggctgacgtgggagtactgtgatgtgccctcctgctccacctgcgg 

cctgagacagtA:agccagcctcagtttcgcatcaaaggagggctc 

ttcgccgacatcfflcctcccacccctggcaggctgccatctttgcca 

agcacaggaggtcgcccggagagcggttcctgtgcgggggcatac 

tcatcagctcctgctggattctctctgccgcccactgcttccaggag 

aggtttccgccccaccacctgacggtgatcttgggcagaacatacc 

gggtggtccctggffgaggaggagcagaaatttgaagtcgaaaaat 

acattgtccataagpaattcgatgatgacacttacgacaatgacat 

tgcgctgctgcagctgaaatcggattcgtcccgctgtgcccaggag 

agcagcgtggtccgg1actgtgtgccttcccccggcggacctgcagc 

tgccggactggacguagtgtgagctctccggctacggcaagcatg 

aggccttgtctccttectattcggagcggctgaaggaggctcatgt 

cagactgtacccatc(eagccgctgcacatcacaacatttacttaac 

agaacagtcaccgacaacatgctgtgtgctggagacactcggagc 

ggcgggccccaggcaaacttgcacgacgcctgccagggcgattcg 

ggaggccccctggtgtgtctgaacgatggccgcatgactttggtgg 

gcatcatcagctggggcctgggctgtggacagaaggatgtcccgg 

gtgtgtacacaaaggtbaccaactacctagactggattcgtgacaa 

catgcgaccgtga (seq ^> no:7). 

24. DNA molecule \ according to any one of claims 14 to 23, 
characterized in that said DlyA sequence b) consists of the following 
sequence: 

TCTGAGGGAAACAGTGACTdiCTACTTTGGGAATGGGTCAGCCTACC 

GTGGCACGCACAGCCTCACCGAGTCGGGTGCCTCCTGCCTCCCGTG 

GAATTCCATGATCCTGATAGGCAAGGTTTACACAGCACAGAACCCC 

AGTGCCCAGGCACTGGGCCTGGGCAAACATAATTACTGCCGGAATC 

CTGATGGGGATGCCAAGCCCTGGTGCCACGTGCTGAAGAACCGCA 

GGCTGACGTGGGAGTACTGTGATGTGCCCTCCTGCTCCACCTGCGG 
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cctgagacagtagagccagcctcagtttcgcatcaaaggagggctc 

ttcgccgacatcgcctcccacccctggcaggctgccatctttgcca 

agcacaggaggtcgcccggagagcggttcctgtgcgggggcatac 

tcatcagctcctgctggattctctctgccgcccactgcttccaggag 

aggtttccgccccaffcacctgacggtgatcttgggcagaacatacc 

gggtggtccctggcgaggaggagcagaaatttgaagtcgaaaaat 

acattgtccataaggWattcgatgatgacacttacgacaatgacat 

tgcgctgctgcagctgaaatcggattcgtcccgctgtgcccaggag 

agcagcgtggtccgcactgtgtgccttcccccggcggacctgcagc 

tgccggactggacggagtgtgagctctccggctacggcaagcatg 

aggccttgtctcctttgtattcggagcggctgaaggaggctcatgt 

cagactgtacccatccagccgctgcacatcacaacatttacttaac 

agaacagtcaccgacakcatgctgtgtgctggagacactcggagc 

ggcgggccccaggcaaacttgcacgacgcctgccagggcgattcg 

ggaggccccctggtgtotctgaacgatggccgcatgactttggtgg 

gcatcatcagctggggcctgggctgtggacagaaggatgtcccgg 

gtgtgtacacaaaggtta\ccaactacctagactggattcgtgacaa 

catgcgaccgtga (seq id no:7). 

25. Fusion protein of OmpA and K2S, characterised in that it 
comprises a protein characterized by the following amino acid sequence or a 
fragment, a functional variant, an allelic variant, a subunit, a chemical 
derivative or a glycosylation variant therof:. 

MKKTAIAIAVALAGFATVAQAASEGNSDCYFGNGSAYRGTHSLTESG 

ASCLPWNSMILIGKVYTAQNPSAQALGLGKHNYCRNPDGDAKPWCH 

VLKNRRLTWEYCDVPSCSTCGLRQYSQPQFRIKGGLFADIASHPWQA 

AIFAKHRRSPGERFLCGGILIS SC WILS A AHCFQERFPPHHLTVELGRT Y 

RVVPGEEEQKFEVEKYIVHKEFDDDTYDNDIALLQLKSDSSRCAQESS 

VVRTVCLPPADLQLPDWTECELSGYGKHEALSPFYSERLKEAHVRLYP 

SSRCTSQHLLNRTVTDNMLCAGDTRSGGPQANLHDACQGDSGGPLVC 
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L>TOGRMTLVGnSWGLGCGQKDVPGVYTKVTNYLDWIRDNMRPG 
(SEQIDNO:8). 

26. Fusion protein of OmpA and K2S according to claim 25, 
characterised in that it consists of a protein characterized by the following 
amino acid sequence: 

MKKTAIAIAVALAGFATVAQAASEGNSDCYFGNGSAYRGTHSLTESG 

ASCLPWNSMILIGKVYTAQNPSAQALGLGKHNYCRNPDGDAKPWCH 

VLKNRRLTWEYCDVPSCSTCGLRQYSQPQFRIKGGLFADIASHPWQA 

AIFAKHRRSPGERFLCGGILISSCWILSAAHCFQERFPPHHLTVILGRTY 

RVVPGEEEQKFEVEKYIVHKEFDDDTYDNDIALLQLKSDSSRCAQESS 

VVRTVCLPPADLQLPDWTECELSGYGKHEALSPFYSERLKEAHVRLYP 

SSRCTSQHLLNRTVTDNMLCAGDTRSGGPQANLHDACQGDSGGPLVC 

LNDGRMTLVGIISWGLGCGQKDVPGVYTKVTNYLDWIRDNMRPG 

(SEQ ID NO: 8). 

27. K2S protein, characterised in that it comprises a protein defined 
by the sequence SEGN (SEQ ID NO:9) and a or a variant or a fragment, a 
functional variant, an allelic variant, a subunit, a chemical derivative, a fusion 
protein or a glycosylation variant therof. 

28. K2S protein according to claim 27, characterised in that it 
comprises a protein defined by the sequence SEGNSD (SEQ ID NO: 10) and a 
or a variant or a fragment, a functional variant, an allelic variant, a subunit, a 
chemical derivative, a fusion protein or a glycosylation variant therof. 

29. K2S protein according to claim 28 or 29, characterised in that it 
comprises a protein characterized by the following amino acid sequence or a 
fragment, a functional variant, an allelic variant, a subunit, a chemical 
derivative or a glycosylation variant therof: 
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SEGNSDCYFGNGSAnfRGTHSLTESGASCLPWNSMILIGKVYTAQNPSA 

QALGLGKHNYCRNPpGDAKPWCHVLKNRRLTWEYCDVPSCSTCGLR 

QYSQPQFRIKGGLFADIASHPWQAAIFAKHRRSPGERFLCGGILISSCWI 

LSAAHCFQERFPPHHKTVILGRTYRVVPGEEEQKFEVEKYIVHKEFDD 

DTYDNDIALLQLKSDSSRCAQESSVVRTVCLPPADLQLPDWTECELSG 

YGKHEALSPFYSERLKBAHVRLYPSSRCTSQHLLNRTVTDNMLCAGD 

TRSGGPQANLHDACQGDSGGPLVCLNDGRMTLVGnSWGLGCGQKD 

VPGVYTKVTNYLDWIRDNMRP* (SEQ ID NO: 11). 

30. K2S according to any one of claims 27 to 30, characterised in 
that it consists of a proteip characterized by the following amino acid 
sequence: 

SEGNSDCYFGNGSAYRGTHSLTESGASCLPWNSMILIGKVYTAQNPSA 

QALGLGKHNYCROTDGD/lKPWCHVLKNRRLTWEYCDVPSCSTCGLR 

QYSQPQFRIKGGIJADIASHPWQAAIFAKHRRSPGERFLCGGILISSCWI 

LSAAHCFQERFPPHHLTVELGRTYRVVPGEEEQKFEVEKYIVHKEFDD 

DTYDNDIALLQLKSDSSRCAQESSVVRTVCLPPADLQLPDWTECELSG 

YGKHEALSPFYSERLKEAHVRLYPSSRCTSQHLLNRTVTDNMLCAGD 

TRSGGPQANLHDACQGDSGGPLVCLNDGRMTLVGIISWGLGCGQKD 

VPGVYTKVTNYLDWIRDNMRP* (SEQ ID NO: 1 1). 

31. A vector containing la DNA sequence according to any one of 
claims 14 to 24. 

32. A vector according to claim 31, wherein said DNA sequence is 
preceeded by a lac promoter and a ribosomal binding site. 

33. The vector pComb3HSS containing a DNA according to any 
one of claims 14 to 24, wherein the expression of the gp III protein is 
suppressed or inhibited ay deleting the DNA molecule encoding said gp HI 
protein or by a stop codon between the gene coding for a a polypeptide 
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containing the kringli 2 domain and the serine protease domain of tissue 
plasminogen activator protein and the protein III gene. 

34. A prokaryotic host cell comprising a DNA molecule according 
to any one of claims 14 to 24. 

35. A prokaryotic host cell comprising a vector according to any 
one of claims 31 to 33. \ 

36. An E. coli host cell comprising a DNA molecule according to 
any one of claims 14 to 24. \ 

37. An E. coli host cell comprising a vector according to any one of 
claims 31 to 33. \ 

38. Use of a DNA molecule according to any one of claims 14 to 
24 or of a vector according to any one of claims 31 to 33 or a host cell 
according to any one on claims 34 to 37 in a method for the production of a 
polypeptide having the attivity\>f tissue plasminogen activator. 



39. Use according to claim 38, wherein said method is a method 
according to any one of claims 1 to 13. 



